**Abstract**

**Objective:** Recently, the number of patients suffered from mental disorders has been increased with increase of stress. The two hit hypothesis proposed that mental disorders, such as schizophrenia, bipolar and depression, may be caused by the damage in both of developmental and adult stage. VGF nerve growth factor inducible (VGF) is a neuropeptide induced by nerve growth factor (NGF), brain-derived neurotrophic factor (BDNF) and so on. It is also known that this peptide is related to brain function in both of developmental and adult stages. Additionally, the expression of VGF is changed in patients with these diseases. However, detailed mechanism of VGF action in brain is still unknown. In the present study, we generated mice in which VGF expression is increased and investigated the roles of VGF in the central nervous system.

**Methods:** To investigate the role of VGF, we investigated several behavioral phenotypes using several behavioral tests, such as locomotor activity test, open field test, Y-maze test, tail suspension test, forced swimming test, and social interaction test and organization of the brain.

**Results:** These adult VGF overexpression mice showed (a) hyperactivity in home cage and novel environment, working memory impairment, lower sociality, higher depressive state compared with age-matched wildtype mice, (b) decreased the brain weight without the change of body weight, and (c) increased the lateral ventricle volume compared with wild-type mice.

**Conclusion:** These results suggest that VGF is implicated in several mental behaviors and the formation of the brain, and this transgenic mice provide good insight to research of mental disorders.
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